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most of these studies were not originally designed to investigate the
relationship between nonnutritive sweeteners and bladder cancer.
In a case-control study based on responses to questionnaires from 74
female cases, 158 male cases, and an equal number of matched controls,
Morgan and Jain (1974) observed that prolonged use of any nonnutritive
sweetener was not associated with an increased risk In males and was
associated with a reduced risk for females*  In another study based on
mailed questionnaires, Simon e_t_ ad. (1975) studied women only, and
found no differences between the cases and controls in either saccharin
or cyclamate use*
Howe et al. (1977) conducted a case-control study of 480 male and
152 female sex-matched pairs*  They observed that men who used nonnu-
tritive sweeteners had a 60% increase in risk of bladder cancer and
provided evidence of a dose-response relationship.  On the other hand,
there was no significant increase in risk for women.  These preliminary
findings were confirmed in a later study by the same investigators, who
reanalyzed the data, controlling for potential confounding factors such
as smoking and using a logistic regression model (Howe £££!/> 1980).
In a case-control study of 519 bladder cancer patients and twice
as many controls, Kessler and Clark (1978) found no evidence of a link
between nonnutritive sweetener consumption and bladder cancer. Miller
et_ al. (1978) studied 265 bladder cancer patients and 530 matched con-
trols.  They also found no significant risk associated with the regular
use of nonnutritive sweeteners. Morrison (1979) found no association
between current use of nonnutritive sweeteners and bladder cancer in 13
cases and 10,874 controls.
Morrison and Buring (1980) evaluated the relationship between cancer
of the lower urinary tract and the consumption of nonnutritive
sweeteners in a case-control study of 592 patients and 596 controls*
Overall, there was no increase in risk for-lower urinary tract cancer
among users of nonnutritive sweeteners.  However, in a subgroup of
nonsmoking women, there were elevated risks of 2.1 for use of sugar
substitutes and 2*6 for use of dietetic beverages.
Wynder and Stellman (1980) conducted a case-control study of 302
men and 65 women with bladder cancer and an equal number of matched
controls.  They also found no association between bladder cancer and
the consumption of nonnutritive sweeteners or dietetic beverages.
The National Cancer Institute (NCI) and the Food and Drug Adminis-
tration (FDA) jointly sponsored a large scale case-control study in
which 3,010 bladder cancer patients and 5,783 population controls were
interviewed.  This investigation was designed specifically to evaluate
the relationship between nonnutritive sweetener consumption and bladder
cancer.  Subjects who reported ever having used nonnutritive sweeteners
or artifically sweetened foods or beverages were found to have no in-
crease in the risk of bladder cancer. However, white nonsmoking women

